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We Claim: 

. /9 1 . A method of delivering a ri^pdicant to an abnormal brain region in a mammalian subject, 

ty^^ comprising: 

^ \ administering to a mammalian subject having an abnormal brain region a potassium channel 

\^^^^ agonist, other than bradykinin or a bradykinin analog, under conditions and in an amount sufficient to 

increase the permeability to the medicant of a cljpillary or arteriole delivering blood to cells of the 

abnormal brain region; and 

administering to the subject simultaneously W substantially simultaneously with the potassium 

channel agonist the medicant, so that the medicant is (Jelivered selectively to the cells of the abnormal 

brain region compared to normal brain regions. 

2. The method of Cl^irfi1[rwherein the abnormal brain region is a region of brain tissue 
'^^f physiologically affected by injury, trauma, infection, stroke, or ischemia. 

3. The method of Claiiri^irwherein the abnormal brain region is a region of benign or 
ril malignant tumor tissue. 

4. The^m^fhod of Clai^triT wherein the potassium channel agonist is NS-1619, 1-EBIO, 
a guanylyl cycl^s^^tivator, a guanylyl cyclase activating protein, minoxidil, pinacidil, cromakalim, or 
levcromakajk 

5. The method of Cl^iftTl, wherein said mammal is a human, non-human primate, canine, 
feline, bovine, porcine, ovine, mouse, rat, gerbil, hamster, or rabbit. 

6. The method of ClaijirlT wherem the medicant is a therapeutic cytotoxic agent, DNA 
expression vector, viral vector, protein, oligonucleotide, nucleotide analog, antimicrobial agent, 
interferon, cytokine, cytokine agonist, cytokine amagonist, immunotoxin, immunosuppressant, boron 
compound, monoclonal antibody, adrenergic agem, anticonvulsant, ischemia-protective agent, anti- 
trauma agent, anticancer chemotherapeutic agent, ot diagnostic agent. 

7. The method of Clainfe!^ wherein the diagnostic agent is an imaging or contrast agent. 

8. The method of Clairja^^Twherein the diagnostic agent is a radioactively labeled 
substance, a gallium-labeled substance, or a contrast agent selected from the group consisting of ferrous 
magnetic, fluorescent, luminescent, and iodinated contrast agents. 





Y \ 9. The method of Claim 1, wherein the medicant is a N-methyl-D-aspartate (NMD A) 

^^^"^eceptor antagonist, antibiotic, interleukin-2; or transforming growth factor-P, cisplatin, carboplatin, 
tumor necrosis factor-a, methotrexate, S-fluorouracil, amphotericin, daunorubicin, doxorubicin, 
vincristine, vinblastine, bus ulfan, chlorambucil, cyclophosphamide, melphalan, or ethyl ethanesulfonic 
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aj:id. 



herpes siniplex virus-derivei 




hrrnin thn virni irp t nr is an adenovirus-der u^ed-veetoTor^ 



12. 



The method 



intracarotid infusion or injec tion. 

13. The method of Claim 1, wherein the potassium channel agonist is administered to the 
mammalian subject by a bol is injection. 



14. 



The methoc 



15. 



The methoc 1 



11. The method c f Claim'T, wherein administering the potassium channel agonist is by 
intravenous or intra-arterial ii fusion or injection. 



of Cla^rffl, wherein administering the potassium channel agonist is by 



of Claim 1, wherein the potassium channel agonist is administered to the 



mammalian subject in an ar lount from about 0.075 to 1500 micrograms per kilogram body mass. 



of Claim 14, wherein the potassium channel agonist is administered to 



the subject in an amount frc m about 0.075 to 150 micrograms per kilogram body mass. 



16. The method 
the mammalian subject at i 
minutes. 



the mammalian subject at a 



of Claim 1, wherein the potassium channel agonist is administered to 
dose rate of about 0.075 to about 100 ^g kg"' min"' for up to about 30 



17. The methoc of Claim 16, wherein the potassium channel agonist is administered to 



dose rate of about 0.075 to about 15 |ag kg"' min-' 



18. A method of selectively delivering a medicant to an abnormal brain region in a 
mammalian subject, comprising: 

administering to a mammalian subject having an abnormal brain region a potassium channel 
agonist, other than bradykinin or a bradykinin a^ialog, under conditions and in an amount sufficient to 
increase potassium flux through a calcium-acVvated or ATP-sensitive potassium channel in an 
endothelial cell membrane of a capillary or arteriole delivering blood to cells of the abnormal brain 
region, whereby the capillary or arteriole is made mote permeable to the medicant; and 

administering to the subject simultaneously or ^substantially simultaneously with the potassium 
channel agonist the medicant, so that the medicant is delivered selectively to the cells of the abnormal 
brain region compared to normal brain regions. 

\% }S. The method of Claim wherein the abnormal brain region is a region of brain tissue 
physiologically affected by injury, trauma, infection, stroke, or ischemia. 
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1^ The method of ClakfTJ^s wherein the abnorm is a region of benign or 

malignant tumor tissue. 



'^X 21. The methiid-efClalm 18, wherein the potassium channel agonist is NS-1619, 1-EBIO, 

a guanylyl cyclas5,<a:^ivator, a guanylyl cyclase activating protein, minoxidil, pinacidil, cromakalim, or 
levcromaka 



The method of Claim wherein said mammal is a human, non-human primate, canine, 
feline, bovine, porcine, ovine, mouse, rat, gerbil, hamster, or rabbit. 



23. The method of Claim 18, whereinVhe medicant is a therapeutic cytotoxic agent, DNA 
expression vector, viral vector, protein, oligonuWeotide, nucleotide analog, antimicrobial agent, 
interferon, cytokine, cytokine agonist, cytokine antagonist, immunotoxin, immunosuppressant, boron 
compound, monoclonal antibody, adrenergic agent, anticonvulsant, ischemia-protective agent, anti- 
trauma agent, anticancer chemotherapeutic agent, or diagnostic agent. 

23 ^ 

^ The method of Claim'^^, wherein the diagnostic agent is an imaging or contrast agent. 

^ The method of Claim'^, wherein the diagnostic agent is a radioactively labeled 
substance, a gallium-labeled substance, or a contrast agent selected from the group consisting of ferrous 
magnetic, fluorescent, luminescent, and iodinated contrast agents. 



9^ 



26. 



The method o 



Claim^S, wherein the medicant is a N-methyl-D-aspartate (NMD A) 
receptor antagonist, antibioticl interleukin-2; or transforming growth factor-P, cisplatin, carboplatin, 
tumor necrosis factor-a, mrthotrexate, 5-fluorouracil, amphotericin, daunorubicin, doxorubicin, 

an, chlorambucil, cyclophosphamide, melphalan, or ethyl ethanesulfonic 



vincristine, vinblastine, busul 
acid r — ' " 




The methodofCl 
virus-derived vector. 



rwHerein the viral vector is an adenovirus-derived vector or 
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90. The method of Claim-83, wherein the medicant is a N-methyl-D-aspartate (NMDA^ 
receptor antagonist, antibiotic, interleukin-2; or transforming growth factor-P, cisplatin, carbopj/tin, 
tumor necrosis factor-a, methotrexate, 5-fluorouracil, amphotericin, daunorubicin, doj^^fubicin, 
vincristine, vinblastine, busulfan, chlorambucil, cyclophosphamide, melphalan, or ethyl ejKanesulfonic 
acid. 

91. The method of Clajm 87, wherein the viral vector is an ader^irus-derived vector or 
herpes simplex virus-derived vector. 

92. The method of Clarni 83, wherein adminisj^m^g/Ae potassium channel agonist is by 
intravenous or intra-arterial injection. 

93. The method of Claim 83,;wherein the^nior is an intracranial tumor and the potassium 
channel agonist is administered by ifitracarotid mfusion. 

94. The method of Claim 83<^herein the potassium charmel agonist is administered to the 
mammalian subject by a bolus injecjfon. 

95. The methoi^of Claim 83, wherein the potassium channel agonist is administered to 
the subject in an amoi^from about 0.075 to 150 micrograms per kilogram body mass. 

96. X The method of Clain^83, wherein the potassium channel agonist is administered to 
the mami^^lian subject at a dose rate of about 0.075 to about 15 |Lig kg"^ min V 



97. A pharmaceutical composition cWprising a combination of a potassium channel 
agonist, other than bradykinin or a bradykinin an\log, formulated in a pharmaceutically acceptable 
solution together with a medicant for delivery by intravascular infusion or injection into a mammal. 

33 

^ The pharmaceutical composition of Claim;^>7^ wherein the solution is formulated to 

deliver a dose rate of about 0.075 to 1500 micrograms per kilogram body mass in a pharmaceutically 
acceptable fluid volume over a maximum of about thirty minutes. 
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3^ The pharmaceutical composition of Claipar^ wherein the solution is formulated to 
deliver a dose rate of about 0.075 to 150 micrograms per kilogram body mass in a pharmaceutic ally 
acceptable fluid volume over a period of up to thirty minutes. 



100. The pharmaceutical composition of Claim^97, wherein the potassium channel agonist 
is NS-1619, 1-EBIO, a guinylyl cyclase activator, a guanylyl cyclase activating protein, minoxidil, 
pinacidil, cromakalim, or l^vcromakalim. 



7 



101. The pharmaceutical composition of Claim'97, wherein the medicant isatljeJ^apetSfic 
cytotoxic agent, DNA expression vector, viral vector, protem,..i3ligennC!eoSde^ nucleotide analog, 
antimicrobial agent, interferon,^^cytekine7'''cytokine agonist, cytokine antagonist, immunotoxin, 
immunosuppi&ss^ifrbaron compound, monoclonal antibody, adrenergic agent, anticonvulsant, ischemia- 
^,^t5fective agent, anti-trauma agent, anticancer chemotherapeutic agent, or diagnostic agent. 



The pharmaceutical composition of Claim' 
imaging or contrast agent. 



wherein the diagnostic agent is an 
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JilffS, The pharmaceutical composition of ClainiJ;©trv^herein the diagnostic agent is a 
radioactively labeled substance, a gallium-labeled substance, or a contrast agent selected from the group 
consisting of ferrous magnetic, fluorescent, luminescent, and iodinated contrast agents. 




104. The pharmaceutical composition of Claim 97, whergiiUh©-fiiedTCant is a iN-methyl-D- 
aspartate (NMDA) receptor antagonist^^^jatjfekTtt^TTSe^ or transforming growth factor-P, 

cisplatin, carboplatin, tmtjOMieCfosis factor-a, methotrexate, 5-fluorouracil, amphotericin, daunorubicin, 
doxonibicittr^^tiicristine, vinblastine, busulfan, chlorambucil, cyclophosphamide, melphalan, or ethyl 
ertmiesulfonic acid. 




deriv 



1 05 . The pharmaceutical co 



wherein the viial vectui is aii aJeuuviius * — 



d vector. 



pJST The phannaceutical composition of Claim^, further comprising a buffer solution 
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The pharmaceutical composition of Claim^JjBCJT wherein the buffer solution is phosphate 

buffered saline. 

108. A kit for enhancing the delivery of a medicant to an abnormal brain region and/g£j 
malignant tumor, comprising: 

a potassium channel agoni^t^jilhef-than"Bi^^ or a bradykinin analog; and 
instnictipns-fcJfTlsmg the potassium channel agonist for enhancing the delivery of a medicant 
to aft-aBnOTmal brain region or to a malignant tumor. 



"^^-^ 109. The kit of^taitfTlOS, wherein the potassium channel agonist is NS-1619, 1-EBIO, a 
guanylyl cyclase agti^ator, a guanylyl cyclase activating protein, minoxidil, pinacidil, cromakalim, or 



levcromakal 
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28. The methoc 
intravenous or intra-arterial 

29. The method 



of ClainiT'18, wherein administering the potassium channel agonist is by 
infusion or injection. 



intracarotid infusion or injection 



30. The method 
mammalian subject by a bol 



31. 



The method 



of Clajm'^S, wherein administering the potassium channel agonist is by 



of Claim 18, wherein the potassium channel agonist is administered to the 
IS injection. 



of Claim 18, wherein the potassium channel agonist is adnndnistered to the 



mammalian subject in an amount from about 0.075 to 1500 micrograms per kilogram body mass. 



32. The method 
the subject in an amount fron i 



)f Claim 31, wherein the potassium channel agonist is administered to 
about 0.075 to 150 micrograms per kilogram body mass. 



34. The method 
the mammalian subject at a dcjse 



Claim'^18, wherein the potassium channel agonist is administered to 



33. The method c f 

the mammalian subject at a c ose rate of about 0.075 to about 100 |ag kg"* min * for up to about 30 
minutes. 



Claim.33, wherein the potassium channel agonist is administered to 
rate of about 0.075 to about 15 ^ig kg"* min"\ 



35. A method of delivering a medicant to a malignant tumor in a marpiHdlmi subject, 
comprising: ^^^^^^""^ 

administering to a mammalian subjept having a malig»dmtumor a potassium channel agonist, 
other than bradykinin or a bradykinin analog, jbndej^e^Jnditions and in an amount sufficient to increase 
the permeability to the medicant of a camlte^^ delivering blood to cells of the malignant 

tumor; and ^.^^ [ j 

administering tojh€subject simultaneously or substantially simultaneously with the potassium 
channel agonistfhemedicant, so that the medicant is delivered selectively to the malignant cells 
comparedjkJnon-malignant cells. 
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36. The method of Cl^m 35, wherein the potassium channel agonist is NS-1619, 1-EB^ 
a guanylyl cyclase activator, a guanylyl cyclase activating protein, minoxidil, pinacidil, cromakal^, or 
levcromakalim. 



37. The method of Claijn'35, wherein the malignant tumor is a glioma, glioblastoma, 
oligodendroglioma, astrocytoma, ependymoma, primitive neuroectodermal tumor, atynical meningioma, 
malignant meningioma, neuroblastoma, sarcoma, melanoma, lymphoma, or carcinoma. 
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38. The method of Claim 35, wherein the malignant tumor is contained in the skull, 
brain, spine, thorax, lung, peritoneum, prostate, ovary, uterus, breast, sumach, liver, bowel, colon, 
rectum, bone, lymphatic system, or skin, of said subject. 



39. The method of Cl^im 35, wherein said mammal isii human, non-human primate, canine, 
feline, bovine, porcine, ovine, mouse, rat, gerbil, hamstef^r r^bit. 



40. 



The method of Claim-^SS, wherein 



^ant is a therapeutic cytotoxic agent, DNA 
expression vector, viral vector, protein, oligoiybcleotMa, nucleotide analog, antimicrobial agent, 
interferon, cytokine, cytokine agonist, cytokine spVagomst, inununotoxin, immunosuppressant, boron 
compound, monoclonal antibody, adrenergic agqnj/anticonvulsant, ischemia-protective agent, anti- 
trauma agent, anticancer chemotherapeutic agent, or diagnostic agent. 



41. The method of wherein the diagnostic agent is an imaging or contrast agent. 

42. The method of Claim 40,^wherein the diagnostic agent is a radioactively labeled 
substance, a gallium-labeled substance, or a contrast agent selected from the group consisting of ferrous 
magnetic, fluorescent, lununescent, and iodinated contrast agents. 

43. The nfiethod of Claim'3^ wherein the medicant is a N-methyl-D-aspartate (NMD A) 
receptor antagonisl^ antibiotic, interleukin-2; or transforming growth factor-p, cisplatin, carboplatin, 
tumor necrosis yfactor-a, methotrexate, 5-fluorouracil, amphotericin, daunorubicin, doxorubicin. 
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vincristine, vinblastine, busulfan, chlorambucil, cyclophosphamide, melphalan, or ethyl ethanesulfo^ic 
acid. 

44. The method of Claim40, wherein the viral vector is an adenovirus-derived/ector or 
herpes simplex virus-derived vector. 



45. The method of Claim 35, wherein administering the potassium cl^el agonist is by 
intravenous or intra-arterial infusion or injection. 

46. The method of Claim 35 , wherein the tumor is an intracj^ial tumor and the potassium 
channel agonist is administered by intracarotid infusion or injection. 

47. The method of Clainr3Cwherein the potassiu^afichannel agonist is administered to the 
mammalian subject by a bolus injection. 



48. The method of ClaiBcf35, where 
mammalian subject in an amount from about 0| 



in tl#'i:totassium channel agonist is administered to the 
(500 micrograms per kilogram body mass. 



49. The method of Clairn48, wherein the potassium channel agonist is administered to 
the mammalian subject in an amount frofo about 0.075 to 150 micrograms per kilogram body mass, 

50. The method of CWm3Cwherein the potassium channel agonist is administered to 
the mammalian subject at a d;^ rate of about 0.075 to about 100 ing kg^ min' for up to about 30 
minutes. 



51. The i^thod of Claim 50, wherein the potassium channel agonist is administered to 
the mammalian sul^ject at a dose rate of about 0.075 to about 15 \ig kg * min ^ 



52. / A method of delivering a medicant to a malignant tumor in a mammalian subject. 



compnsir 



Administering to the mammalian subject having a malignant tumor a potassium channel agonist, 
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other than bradykinin or a bradykinin analog, under conditions and in an amount sufficient to incre^ 
potassium flux through a calcium-activated or ATP-sensitive potassium channel in an endothel^ cell 
membrane of a capillary or arteriole delivering blood to malignant cells of the tumor, \v)afereby the 
capillary or arteriole is made more permeable to the medicant; and 

administering to the subject simultaneously or substantially simultaneously vvj/fti the potassium 
channel agonist the medicant, so that the medicant is delivered selectively to ihe malignant cells 
compared to non-malignant cells. 

53. The method of Claim-sl^ wherein the potassium channel^gonist is NS-1619, 1-EBIO, 
a guanylyl cyclase activator, a guanylyl cyclase activating protein, ming&cidil, pinacidil, cromakalim, or 
levcromakalim. 



54. The method of Claim 52, wherein the m^igifflht tumor is a glioma, glioblastoma, 
oligodendroglioma, astrocytoma, ependymoma, priniitiye ne^to^ tumor, atypical meningioma, 
malignant meningioma, neuroblastoma, sarcoma, mepnj^yi^, lyn^oma, or carcinoma. 

55. The method of Claim 52, whereiy^i^malignant tumor is contained in the skull, 
brain, spine, thorax, lung, peritoneum, prostat^ ovary, uterus, breast, stomach, liver, bowel, colon, 
rectum, bone, lymphatic system, or skin, of^id subject. 

r 

56. The method of Claini^, wherein said mammal is a human, non-human primate, canine, 
feline, bovine, porcine, ovine, mg)ki^se, rat, gerbil, hamster, or rabbit. 

57. The method^f Claim 52, wherein the medicant is a therapeutic cytotoxic agent, DNA 
expression vector, viral/vector, protein, oligonucleotide, nucleotide analog, antimicrobial agent, 
interferon, cytokine, cytokine agonist, cytokine antagonist, immunotoxin, immunosuppressant, boron 
compound, monocjonal antibody, adrenergic agent, anticonvulsant, ischemia-protective agent, anti- 
trauma agent, ^ticancer chemotherapeutic agent, or diagnostic agent. 

The method of Claim 57, wherein the diagnostic agent is an imaging or contrast agent. 

( 
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59. The method of CIairir57, wherein the diagnostic agent is a radioactively labeled 
substance, a gallium-labeled substance, or a contrast agent selected from the group consisting o|4errous 
magnetic, fluorescent, luminescent, and iodinated contrast agents. 

60. The method of Claiiii52, wherein the medicant is a N-methyl-D-asp^ate (NMDA) 
receptor antagonist, antibiotic, interleukin-2; or transforming growth factor-P, ci4)latin, carboplatin, 
tumor necrosis factor-a, methotrexate, 5-fluorouracil, amphotericin, dauniemibicin, doxorubicin, 
vincristine, vinblastine, busulfan, chlorambucil, cyclophosphamide, melphajdn, or ethyl ethanesulfonic 
acid. 



61. The method of Claim 57, wherein the viral vecto/is an adenovirus-derived vector or 
herpes simplex virus-derived vector. 

62. The method of Claifn52rwhereiiy^rn^jf^ the potassium charmel agonist is by 
intravenous or intra-arterial infusion or injectior 

63. The method of Claim'52rwheipryfiie^tumor is an intracranial tumor and the potassium 
channel agonist is administered by intracarofid infusion or injection. 

64. The method of Clairno2, wherein the potassium channel agonist is adnndnistered to the 
mammalian subject by a bolus injection. 



65. The method^f Claim 52, wherein the potassium channel agonist is administered to the 
mammalian subject in an/^mount from about 0.075 to 1500 micrograms per kilogram body mass. 



66. The method of Claim 65, wherein the potassium channel agonist is administered to 
the mammalian/abject in an amount from about 0.075 to 150 micrograms per kilogram body mass. 



67C The method of Claim 52, wherein the potassium channel agonist is administered to 
the mammalian subject at a dose rate of about 0.075 to about 100 |ig kg ' min * for up to about 30 
minmes. 



27 




Patent 



CEDAR-043453 



68. The method of Claim"67, wherein the potassium channel agonist is administerecf/o 
the mammalian subject at a dose rate of about 0.075 to about 15 |ig kg'* min"^ 

69. A method of treating a malignant tumor in a human subject, comprising^ 
administering to a human subject having a mahgnant tumor a potassium channel agonist, other 

than bradykinin or a bradykinin analog, under conditions and in an amount sufficient to increase the 
permeability to the medicant of a capillary or arteriole delivering blood to cells <^ the malignant tumor; 
and 

administering to the subject simultaneously or substantially simultaneously with the potassium 
channel agonist the medicant, so that the medicant is delivered s^ctively to the malignant cells 
compared to non-malignant cells. 

70. The method of Cl^?fi69rwherein the potassjirfm channel agonist is NS-1619, 1-EBIO, 
a guanylyl cyclase activator, a guanylyl cyclase activaHli^^otein, minoxidil, pinacidil, cromakalim, or 
levcromakalim. 



71. The method of Claim 69, whereiMhe/A^lignant tumor is a glioma, glioblastoma, 
oligodendroglioma, astrocytoma, ependymomaypriHaitive neuroectodermal tumor, atypical meningioma, 
malignant meningioma, neuroblastoma, sarcoma, melanoma, lymphoma, or carcinoma. 

72. The method of Claim/69, wherein the malignant tumor is contained in the skull, brain, 
spine, thorax, lung, peritoneum, prostate, ovary, uterus, breast, stomach, liver, bowel, colon, rectum, 
bone, lymphatic system, or skinyof said subject. 



73. The methofl of Claim 69, wherein the medicant is a therapeutic cytotoxic agent, DNA 
expression vector, vir^ vector, protein, oligonucleotide, nucleotide analog, antimicrobial agent, 
interferon, cytokineycytokine agonist, cytokine antagonist, immunotoxin, immunosuppressant, boron 
compound, monodonal antibody, adrenergic agent, anticonvulsant, ischemia-protective agent, anti- 
trauma agent, smticancer chemotherapeutic agent, or diagnostic agent. 



The method of Claim 73, wherein the diagnostic agent is an imaging or contrast agent. 
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75. The method of Claij»-73, wherein the diagnostic agent is a radioactively labeled'' 
substance, a gallium-labeled substance, or a contrast agent selected from the group consisting of f^ous 
magnetic, fluorescent, luminescent, and iodinated contrast agents. 

76. The method of Claim 69, wherein the medicant is a N-methyl-D-asparta4!e (NMD A) 
receptor antagonist, antibiotic, interleuMn-2; or transforming growth factor-p, cisplato, carboplatin, 
tumor necrosis factor-a, methotrexate, 5-fluorouracil, amphotericin, daunoiWcin, doxorubicin, 
vincristine, vinblastine, busulfan, chlorambucil, cyclophosphamide, melphalan,^ ethyl ethanesulfonic 
acid. 

11. The method of Claim 73, wherein the viral vector is ^adenovirus-derived vector or 
herpes simplex virus-derived vector. 

78. The method of Ckri1n^9, wherein ac^nis^^ng the potassium channel agonist is by 
intravenous or intra-arterial infusion or injection. 

79. The method of Claimj59, whereinitb^umor is an intracranial tumor and the potassium 
channel agonist is administered by intracarotid umision. 

80. The method of Claiii^69:yherein the potassium channel agonist is administered to the 
mammalian subject by a bolus injectior 



81. The method of Omim 69, wherein the potassium channel agonist is administered to 
the subject in an amount froiiy^bout 0.075 to 150 micrograms per kilogram body mass. 

82. The memod of Claim-69rwherein the potassium channel agonist is administered to 
the subject at a dose^ate of about 0.075 to about 15 |ig kg'* min *. 

83. /A method of treating a malignant tumor in a human subject, comprising: 
adramistering to a human subject, having a malignant tumor, a potassium channel agonist, other 

than bradykinin or a bradykinin analog, under conditions and in an amount sufficient to increase 
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potassium flux through a calcium-activated or ATP-sensitive potassium channel in an endothelial ce^ 
membrane of a capillary or arteriole delivering blood to malignant cells of the malignant tumor, wherry 
the capillary or arteriole is made more permeable to the medicant; and 

administering to the subject simultaneously or substantially simultaneously with the n6tassium 
channel agonist the medicant, so that the medicant is delivered selectively to the malignant cells 
compared to non-malignant cells. 

84. The method of Claim'SSTwherein the potassium channel agonist i;^T^S-1619, 1-EBIO, 
a guanylyl cyclase activator, a guanylyl cyclase activating protein, minoxidil, pjiiacidil, cromakalim, or 
levcromakalim. 



85. The method of CMm 83, wherein the malignant turrw^ is a glioma, glioblastoma, 
oligodendroglioma, astrocytoma, ependymoma, primitive neuroetjtg^rmal tumor, atypical meningioma, 
malignant meningioma, neuroblastoma, sarcoma, melanoijaa, l^ijiphoma, or carcinoma. 

86. The method of Clainr83, wherein the rf\^igj^^t tumor is contained in the skull, brain, 
spine, thorax, lung, peritoneum, prostate, ovary, uterj4' b/feast, stomach, liver, bowel, colon, rectum, 
bone, lymphatic system, or skin, of said subject. 



87. The method of Claim 83, wHerein the medicant is a therapeutic cytotoxic agent, DNA 
expression vector, viral vector, proteki, oligonucleotide, nucleotide analog, antimicrobial agent, 
interferon, cytokine, cytokine agonist; cytokine antagonist, immunotoxin, immunosuppressant, boron 
compound, monoclonal antibodvf adrenergic agent, anticonvulsant, ischemia-protective agent, anti- 
trauma agent, anticancer chenlotherapeutic agent, or diagnostic agent. 



The nmhod of Claim 87, wherein the diagnostic agent is an imaging or contrast agent. 



88. 



89. yThe method of Claim 87, wherein the diagnostic agent is a radioactively labeled 
substance, a^allium-labeled substance, or a contrast agent selected from the group consisting of ferrous 
magnetic; fluorescent, luminescent, and iodinated contrast agents. 
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